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Recurrent miscarriage

Patience and possibly lower concentrations of luteinising hormone before
conception are needed

Recurrent miscarriage (the loss of three or more consecutive
pregnancies before 20 weeks' gestation') presents the patient
and her doctor with a dilemma. Are patients suffering from a
distinct clinical disorder or have they been victims of chance?
If the former then a single cause is unlikely as the clinical
presentation is so variable, ranging from early occult failures
of implantation to overt miscarriages in the first and second
trimesters of pregnancy. Even after careful investigation only
rarely can a cause be identified, meaning that treatment is
usually empirical. Results of such treatment regimens are
necessarily inconclusive.
The precise incidence of recurrent miscarriage is unknown.

If miscarriage always occurred randomly and as 15% of all
clinically recognised pregnancies miscarry2 then we would
expect 0-4% of women to miscarry three consecutive preg-
nancies.1 Observed frequencies, however, are higher (0-8%-
1 .0%), suggesting that specific causes of this type of reproduc-
tive failure may exist.4 The chance of a successful pregnancy
after three previous miscarriages is about 60% -high enough
for some clinicians to question whether any treatment is
justified. Understandablv, patients do not share this opinion.
The results of a recent study of early pregnancy loss suggest

that the single most important predictive factor for miscarriage
is having previously miscarried. Primigravidas and women
with a history ofsuccessful pregnancies miscarry infrequently:
for unknown reasons, the outcome of a woman's first
pregnancv seems to affect her future reproductive per-
formance. Although fetal chromosome abnormalities are the
main cause of sporadic miscarriage, patients with repeated
losses tend to miscarry fetuses that are chromosomally
normal, and balanced parental translocations occur in no
more than one in 20 couples.' Structural abnormalities of the
genital tract rarely cause miscarriage, hardly justifying their
surgical repair. The interim report from the Medical Research
Council multicentre trial of cervical cerclage suggests that this
treatment does not significantly improve pregnancy outcome.8
Infection," diabetes mellitus, and thyroid disease are rarely
present.

Considerable attention has been paid to the possibilitv of
immunologicallNy mediated miscarriage. In systemic lupus
erythematosus, successful pregnancies follow treatment with
low dose aspirin, systemic steroids, and heparin, probably
because the extent of placental thrombotic episodes and
infarction has been reduced."' Furthermore, fetal loss may

occur at any gestation in women who develop antiphospholipid
antibodies (anticardiolipin and lupus anticoagulant)." The
possibility that some women miscarry recurrently because of
an alloimmune aberration, which prevents them from
mounting a protective response towards their genetically
dissimilar conceptus, has also been explored. There is evidence
that the placenta (the feto-maternal interface) contributes to
its own survival by being relatively immunologically inert-
classic major histocompatibility antigens are absent from the
trophoblast cells of chorionic villi.'12

Opinion has, however, swung towards the view that
maternal recognition of trophoblast antigens might, para-
doxically, be beneficial to pregnancy, perhaps by producing
"blocking" antibodies, although what is being blocked is
unclear." '4 Based on this hypothesis, many centres have
begun immunising women for recurrent miscarriage, aiming
at inducing this putative response. Trophoblast, paternal, and
unrelated lymphocytes have all been used as immunogens,'"'1
but so far only one randomised controlled trial has shown any
benefit. "
The local interaction between migrating extravillous

trophoblast and leucocytes infiltrating the uterus is currently
being studied. These leucocytes are composed mainly of large
granular lymphocytes with natural killer cell activity. Their
numbers increase during the first half of the menstrual cycle,
reaching a peak in the late secretory phase. If pregnancy
occurs then the concentrations are maintained into the
decidua.' The proliferation of these large granular lympho-
cytes in the endometrium around the time of implantation
suggests that they may have a role in establishing pregnancy,
particularly since the trophoblast is resistant to lysis by
decidual natural killer cells. "

Endocrinological explanations of recurrent miscarriage
have always been attractive, with most studies concentrating
on events that follow ovulation and conception. Although
progesterone concentration has been found to be low in the
luteal phase and early pregnancy in these patients, attempts to
improve the efficiency of the corpus luteum with exogenous
hormones (such as human chorionic gonadotrophin and
progesterone) have not helped. '9 Advances in assisted fertility
treatment have shown that successful implantation and
continuation of pregnancy depend partly on what happens in
the first half of the menstrual cycle. In particular, high
concentrations of luteinising hormone during the period of
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oocyte development have been found to correlate with a poor
outcome.2"122
Once again an explanation is lacking, although the associ-

ation may be secondary to the polycystic ovary syndrome,
which is present in 23% of all women and in some 80% of
patients with recurrent miscarriage (diagnosed with ultra-
sonography).2' Alternatively, it may be explained by the
effect of luteinising hormone on the production of ovarian
steroids or on the maturation of oocytes.24 Whichever it is,
knowing that a raised concentration of serum luteinising
hormone increases the risk of miscarriage provides us with
a predictive test for women before pregnancy. An abnormal
result may identify a subgroup of patients with a potentially
remediable cause for their pregnancy losses: hypersecretion
of luteinising hormone, which may be suppressed by
gonadotrophic releasing agonists,25 26 ovarian diathermy,27
and somatostatin.

Clinicians must remember that women who have miscarried
recurrently from one cause are not protected from a further
miscarriage from another cause. Most importantly, when
assessing the efficacy of treatment for patients with recurrent
miscarriage we must remember that even without treatment
about 60% of these women will be successful in their next
pregnancy.
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Oral lichen planus

Not rare-and not easily treated

The false idea that lichen planus is rare goes back to 1869,
when Erasmus Wilson presented the condition to the medical
world'-just a few years before he presented Cleopatra's
needle to London. The notion has stuck for two main reasons.
Firstly, many people with lichen planus, particularly when it
is confined to the mouth, have no idea that there is anything
wrong with them. Secondly, some doctors find it hard to
recognise lichen planus-in one study of primary care
physicians fewer than one in five could do so.'
The truth emerges only when large populations are

examined by experts. Even so, some dermatologists were
astonished to read that lichen planus had been found in 14% of
20 749 Americans aged under 75, thought to be representative
of the general population.' Admittedly only one in 100 of
these people had lichen planus badly enough to need medical
attention, but the numbers seemed unexpectedly large.
The prevalence of oral lichen planus is now known for

several countries and runs at about 1% or 2%.4 In the cases
found in such studies there are seldom lesions on the skin as
well as in the mouth. These patients may show the classical
lacework of fine white lines and papules inside their cheeks,
but their symptoms are few and they need no treatment.

In contrast are the patients who attend dental clinics with
pain and burning arising from atrophic areas, erosions, and

ulcers. For them the future seems bleak, and their symptoms
are likely to persist: in one series of 611 patients only 17% of
cases cleared completely over a mean observation period of
seven and a half years.' These patients have an increased risk
of developing oral squamous cell carcinoma6 and perhaps
psychiatric disturbances.7 What can be done to help them?

Firstly, bear in mind the possibility of a lichenoid drug
reaction: stopping non-steroidal anti-inflammatory agents
may be particularly helpful.' Next, consider lichenoid
reactions to dental materials, especially if the lesions lie near
to old amalgam fillings. Ifpatch testing shows mercury allergy
changing to another type of filling may be worth while.9'"
Rough fillings should be smoothed and oral hygiene
improved,'2 but giving up smoking makes little difference."
Beyond this the treatments most in vogue now are cortico-

steroids, retinoids, and cyclosporin, used topically rather
than systemically if possible. Triamcinolone can be injected
into lesions, applied in Orabase (which sticks for a short while
to the mucosa), or bonded to the molars in slow release
preparations.'4 Mouths affected by lichen planus carry no
greater risk of excessive absorption of topical corticosteroids
than normal ones.'9 Isotretinoin is effective used as a gel, but
the condition tends to relapse quickly when treatment is
stopped.'6 Most recently, in a double blind trial a topical
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